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DETAILED ACTION 

1. Applicant's election with traverse of anti-CD3 and anti- 
CD28 as the species of activating the T cells, in the reply- 
filed 4/24/08, is acknowledged. 

Applicant's traversal is on the grounds that the amendment 
to the claims narrows the scope of the claims, and that there 
would be no burden to examine the amended claims since the 
original search would have necessarily covered the subject 
matter of the narrower amended claims. Applicant has amended 
claim 9 to recite that the T cells are "activated" T cells, and 
has further added new claims 37-38 reciting further method steps 
to produce activated T cells by stimulation with anti-CD3 and 
anti-CD28 antibodies, or by stimulation with mature dendritic 
cells. The previous claims did not require an activation step, 
and therefore, no search has been performed for the limitations 
of newly added claims 37-38, as asserted by Applicant. 
Furthermore, a search for stimulation with anti-CD3 and anti- 
CD28, or with dendritic cells requires consideration of distinct 
species of methods employing different reagents and method 
steps. It is a burden to search more than one invention. 
Applicant further argues that the restriction is improper coming 
at this late state of prosecution since the examiner should have 
anticipated the amendment to claim 9 to recited "activated" T 
cells since the specification discloses that the T cells need to 
be activated in order to anergize CD25- T cells. Applicant's 
amendment to the claims to recite patently distinct species of 
methods of activation has necessitated the restriction 
requirement. The examiner cannot be expected to anticipate and 
search for limitations not present in the claims, when in fact 
said limitations are not even disclosed by the specification 
(see new matter rejection below) . 

The requirement is still deemed proper and is therefore 
made FINAL. 

Applicant indicates that claims 9, 11, 29-30, and 35-38 
read on the elected invention. However, claim 36 recites that 
the T cells are contacted with activated T cells in vivo. 
Applicant's elected method involves activating T cells by 
subjecting the T cells to plate-bound anti-CD3 and anti-CD28 
antibodies (i.e. an ex-vivo or in vitro method). Thus, claims 
36 and 38 are withdrawn from further consideration by the 
examiner, 37 CFR 1.142(b), as being drawn to a non-elected 
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invention . 

Claims 9, 11, 29-30, 35, and 37 are being acted upon. 

2. The rejection of the claims under 35 U.S.C. 102 as being 
anticipated by Baecher-Allan et al . is withdrawn in view of 
Applicant's amendment to the claims. Baecher-Allan et al . do 
not teach contacting CD4+CD25- T cells with CD4+CD25+ T cells 
that have been activated with plate bound anti-CD3 and soluble 
anti-CD28 antibodies. 

3. In view of Applicant's amendment and restriction reply, the 
rejection of the claims under 35 U.S.C. 102 as being anticipated 
by Jonuleit et al . is withdrawn. Jonuleit et al . do not teach 
the elected species of activation (i.e. subjecting the cells to 
plate-bound anti-CD3 and soluble anti-CD28 antibodies) . 
However, Applicant's arguments relevant to the new grounds of 
rejection will be addressed below. 

4. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and of 
the manner and process of making and using it, in such full, clear, concise, 

and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same 
and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

Claims 9, 11, 29-30, and 35 stand rejected, and claim 37 is 
rejected, under 35 U.S.C. 112, first paragraph, as the 
specification does not contain a written description of the 
claimed invention, in that the disclosure does not reasonably 
convey to one skilled in the relevant art that the inventor (s) 
had possession of the claimed invention at the time the 
application was filed. This is a new matter rejection. 

As set forth previously. The specification and the claims as 
originally filed do not provide support for the invention as now claimed, 
specifically: 

A method comprising "separating human Trl-like regulatory cells from CD4+CD25+ 
T cells (Claim 9, and dependant claims 11, 29-30, and 35-36). 

Applicant indicates that support for the new limitations of the claims can be 
found on page 3 and examples 4 and 5 of the specification, as well as in original 
claim 4. 

A review of the specification fails to reveal support for the new limitations. 
At page 3 the specification discloses obtaining Trl-like regulatory T cells by 
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anergizing CD4+CD25- T cells by contact with CD4+CD25+ T cells. However, the 
specification does not disclose "separating" the Trl-like regulatory cells "from 
CD4+CD25+ T cells. Original claim 4 is drawn to "isolated" Trl-like regulatory T 
cells obtainable by anergizing CD4+CD25- T cells. However, "isolated" Trl like 
regulatory T cells does not have the same scope as regulatory T cells "separated" from 
CD4+CD25+ T cells. Moreover, original claim 4 is drawn to a regulatory T cell 
obtainable by anergizing a CD4+CD25- T cell, and not to a method of producing a 
regulatory T cell comprising anergizing CD4+CD25- T cells by contact with CD4+CD25+ T 
cells. Examples 4 and 5 of the specification describe specific examples in which CFSE 
labeled CD4+CD25- T cells are cultured at a particular ratio with CD4+CD25+ T cells, 
followed by FACS sorting the CFSE labeled and unlabelled cells. However, this 
specific example does not provide adequate support for the more generic method now 
claimed, which encompasses contacting cells at any ratio, followed by separating the 
cells by any means. 

Applicant's arguments filed 1/7/08 have been fully 
considered, but they are not persuasive. 

Applicant argues that the original claims disclose a method 
of producing isolated Trl-like regulatory T cells by contacting 
CD4+CD25- T cells with CD4+CD25+ T cells. Applicant further 
argues that a person of ordinary skill in the art would 
understand that in order for the Trl regulatory cells to 
isolated, it would be necessary to separate the anergized 
CD4+CD25- T cells from the CD4+CD25 T cells. 

■^^Isolated" Trl-like regulatory T cells might merely 
indicate that the cells have been "isolated" from a subject, and 

does not necessarily indicate that the regulatory cells have 
been separated from the CD4+CD25+ T cells, as asserted by 
Applicant. The claims as filed recite a method for producing 
isolated Trl-like regulatory T cells by anergizing CD4+CD25- T 
cells by contact with CD4+CD25+ T cells. Thus, it appears that 
the "isolated" Trl-like regulatory T cells comprise a mixed 
population of CD4+CD25- T cells and CD4+CD25+ T cells that have 
been "isolated" from a subject. Neither the claims as filed, 
nor the instant specification disclose the step of isolating Trl 
like regulatory cells from the CD4+CD25+ T cells, as now 
claimed. 

Applicant further argues that a person having ordinary 
skill in the art would read Examples 4 and 5 in the broader 
context of the disclosure as providing a teaching that anergized 
CD4+CD25- T cells are separated form CD4+CD25+ T cells. 

As note above, examples 4 and 5 of the specification 
describe specific examples in which CFSE labeled CD4+CD25- T 
cells are cultured at a particular ratio with CD4+CD25+ T cells, 
followed by FACS sorting the CFSE labeled and unlabelled cells. 
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A specific example involving FACS sorting CFSE labeled cells 
does not provide adequate support for the instant claims which 
encompass any "separation" step. 

5. The following are new grounds of rejection necessitated by- 
Applicant's amendment. 

6. The following is a quotation of 35 U.S.C. 103(a) which 
forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically 

disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time 
the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In 
considering patentability of the claims under 35 U.S.C. 103(a), 
the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered 
therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to 
point out the inventor and invention dates of each claim that 
was not commonly owned at the time a later invention was made in 
order for the examiner to consider the applicability of 35 
U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior 
art under 35 U.S.C. 103(a). 

Claims 9, 11, 29-30, 35, and 37 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Jonuleit et al. (of 
record), in view of Nakamura et al . , 2001. 

Jonuleit et al . teach a method of producing human 
regulatory T cells comprising co-culturing CD4+ T cells (which 
inherently comprise CD4+CD25- T cells) with activated CD4+CD25+ 
T cells, followed by separating the regulatory CD4+ T cells from 
the CD4+CD25+ T cells (see page 256 and 258 in particular) . 
Jonuleit et al . teach activating the CD4+CD25+ T cells by anti- 
CD3/CD28 stimulation (see page 256 and 258 in particular) . 
Jonuleit et al . also teach that the regulatory T cells suppress 
proliferation of CD4 T cells (see page 258 in particular) . 

Jonuleit et al . do not teach activating the CD4+CD25+ T 
cells with plate-bound anti-CD3 or soluble CD28 antibodies. 
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Nakamura et al . teach that optimal stimulation of CD4+CD25+ 
T cells is performed by stimulating with plate-bound anti-CD3 
antibody and soluble anti-CD28 antibody (see page 630-631, in 
particular) . 

Therefore, it would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made to 
activate the CD4+CD25+ T cells with anti-CD3 and anti-CD28 
antibodies, as taught by Jonuleit et al., using plate-bound 
anti-CD3 and soluble anti-CD28, as taught by Nakamura et al. The 
ordinary artisan at the time the invention was made would have 
been motivated to do so, and have a reasonable expectation of 
success, since Nakamura et al . teach that plate-bound CDS and 
soluble CD28 antibodies are optimal for simulating CD4+CD25+ T 
cells. Furthermore, the regulatory T cells made obvious by 
Jonuleit et al. and Nakamura et al . would produce IL-10, since 
they have been obtained by the method of the instant claims. 

Applicant's arguments filed 1/7/08 have been fully 
considered, but they are not persuasive. 

Applicant argues that they have previously submitted a 
declaration attesting to the fact that Dieckmann et al . (which 
discloses the claimed invention) is Applicant's own invention. 
Applicant further states that page 252 of the Dieckmann article 
indicates that the article was submitted on April 22, 2002, and 
accepted on June 5 2002, without revision. Thus, Applicant 
concludes that the present inventors had possession of the 
present invention before the publication of Jonuleit et al . on 
July 13, 2002. 

Applicant's attempt to demonstrate possession of the 
instant invention before the publication of Jonuleit et al . is 
not persuasive. Demonstrating possession of the invention by 
Applicant prior to the effective date of a reference requires 
the submission of an affidavit or declaration under 37 CFR 1.131 
by the inventor of the subject matter, the party qualified under 
1.42, 1.43, or 1.47, or the assignee when it is not possible to 
produce the affidavit or declaration of the inventor (see MPEP 
715.04). Attorney statements as to the invention by Applicant 
before the date of the reference cannot not take the place of 
evidence in the form of an appropriate affidavit or declaration 
(see MPEP 716.01c). Additionally, it is noted that contrary to 
Applicant's assertion, the Dieckmann article merely states that 
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the article was accepted on June 5, 2002. This does not exclude 
the possibility that revisions might have occurred to the 
manuscript before publication. 

7. Claims 1-2, 7-15, 37, and 39, are rejected under 35 U.S.C. 
112, first paragraph, as the specification does not contain a 
written description of the claimed invention, in that the 
disclosure does not reasonably convey to one skilled in the 
relevant art that the inventor (s) had possession of the claimed 
invention at the time the application was filed. This is a new 
matter rejection. 

The specification and the claims as originally filed do 
not provide support for the invention as now claimed, 
specifically: 

A method comprising anergizing CD4+CD25- T cells by 
contacting with "activated" CD4+CD25+ T cells, wherein the 
"activated" CD4+CD25+ T cells are produced by subjecting the 
cells to "plate bound anti-CD3 and soluble anti-CD28 antibodies" 
(Claims 1 and 37 and dependent claims 11, 29-30, and 35) . 

Applicant indicates that support for the new limitations of 
the claims can be found on pages 1, 2, 8, and in Example 1. A 
review of the specification fails to reveal support for the new 
limitation . 

On pages 1, 2, and 8, the specification describes the 
results of previous studies which demonstrate that CD4+CD25+ T 
cells inhibit proliferation of T cells after stimulation via 
their TCR. However, the instant claims are drawn to a method of 
producing regulatory T cells using "activated" CD4+CD25+ 
regulatory T cells, and not to a method of inhibiting or 
suppressing the proliferation of T cells using TCR stimulated 
CD4+CD25+ T cells, as is disclosed in the prior art. The 
specification in Example 1 describes a specific example of co- 
culturing CD4+CD25+ T cells and CD4+CD25- T cells with plate 
bound anti-CD3 and soluble anti-CD28 antibodies. As an initial 
matter, it is noted that a specific example of activation with 
anti-CD3 and anti-CD28 does not provide adequate support for 
contacting with any "activated" CD4+CD25+ T cell. However, even 
if the claims were limited to activation with plate-bound anti- 
CD3 and soluble anti-CD28, the specific example cited by 
Applicant does not provide adequate support for the more generic 
claims of the instant application. For example, the examples 
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involve co-culturing T cells at a 1:1 ratio, followed by 
separation of CFSE labeled T cells by FACS . The instant claims 
encompass co-culturing any ratio of cells and separating human 
Trl-like regulatory T cells by any means. Furthermore, the 
instant claims recite that the that CD4+CD25- T cells are 
contacted with CD4+CD25+ T cells that have been activated by 
anti-CD3 and anti-CD28 antibodies. Thus, the claim does not 
require that the CD4+CD25- T cells be contacted with the CDS and 
CD28 antibodies, as is the case in the specific example cited by 
Applicant . 

8. No claim is allowed. 

9. Applicant's amendment necessitated the new ground (s) of 
rejection presented in this Office action. Accordingly, THIS 
ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 
1.136 (a) . 

A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this 
action. In the event a first reply is filed within TWO MONTHS 
of the mailing date of this final action and the advisory action 
is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated 
from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 

10. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Amy E. 
Juedes, Ph.D. whose telephone number is 571-272-4471. The 
examiner can normally be reached on 6am - 2pm, Monday through 
Friday. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Eileen O'Hara can be 
reached on 571-272-0878. The fax phone number for the 
organization where this application or proceeding is assigned is 
703-872-9306. 



Application/Control Number: 10/618,134 
Art Unit: 1644 



Page 9 



Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . 



Amy E. Juedes, Ph.D. 
Patent Examiner 
Technology Center 1600 



/G.R. Ewoldt/ 

Primary Examiner, Art Unit 1644 



